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AB The present invention relates to a method of regulating body weight, body 
mass, fat depositions, and circulating glucose levels, by antagonizing 
zsig33 peptide by binding it with an antibody. The antagonistic 
antibody may also useful for inhibiting appetite, satiety and growth 
hormone secretion from pituitary cells, and for treating metabolic 
disorder such as glucose metabolism, obesity as well as neuropathy-associated 
gastrointestinal disorders in human and mammal. 
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The present invention relates to zsig33-like peptides, which are 
produced by peptide cleavage from the C terminal peptide of zsig33 
, and its agonists, antagonists, and antibodies. Methods of modulating 
gastric contractility, nutrient uptake, growth hormones, the secretion of 
digestive enzymes and hormones, and/or secretion of enzymes and/or 
hormones in the pancreas are also included. 
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AB The present invention provides sequences for zsig33-like 

peptides which are produced by peptide cleavage from the C terminal 
peptide of human secretory protein zsig33. Methods of 

modulating gastric contractility, nutrient uptake, growth hormones, the 
secretion of digestive enzymes and hormones, and/or secretion of enzymes 
and/or hormones in the pancreas are also included. 
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AB The present invention relates to a method of forming a peptide-receptor 
complex with zsig33 polypeptides and growth hormone secretagogue 
receptor (GHS-R) . The discovery of this novel method of forming a 
peptide-receptor complex is important for further elucidation of the how 
the body maintains its nutritional homeostasis and development of 
therapeutics to intervene in those processes, as well as other uses that 
will be apparent from the teachings herein. The present invention is 
based upon the identification of a previously described secreted protein 
known as zsig33 as the peptide ligand for an orphan receptor 
known as GHS-R, which belongs to G protein-coupled receptor family. The 
zsig33 ligand has homol . to motilin and has been found to be 
transcribed in the gastrointestinal system. The orphan receptor has 
homol. to the motilin receptor, GPR38 . Anal, of the tissue distribution 
of the mRNA corresponding to zsig33 protein showed that 
expression was highest in stomach, followed by apparent but decreased 
expression levels in small intestine and pancreas. The partial sequence 
for the secreted zsig33 protein was derived from a pancreatic 
library, and has also been shown in lung cDNA libraries. In vitro binding 
studies have shown that the zsig33 peptide binds to kidney, 
duodenum, and jejunum. Thus, binding of the zsig33 ligand to 
the GHS-R is expected in tissues such as stomach, small intestine, 
pancreas, lung, kidney, duodenum, jejunum, and brain. Methods of 
modulating gastric contractility, nutrient uptake, growth hormones, the 
secretion of digestive enzymes and hormones, and/or secretion of enzymes 
and/or hormones in the pancreas are also included. 
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AB The present invention is directed to polynucleotides, polypeptides and 
peptide fragments thereof, and uses thereof for a novel human fetal 
pancreatic cDNA sequence, designated zsig33, which has homol . to 
motilin. Zsig33 is secreted as mature peptide comprising 
residues 24-41 of the prepro, 117-residue precursor. Tissue distribution 
of the mRNA for the novel polypeptide is specific to the stomach, small 
intestine and pancreas. The zsig33 gene was mapped to 
chromosome 3p26,l. The present invention further includes agonists, 
antagonists, antibodies, host cells expressing the cDNA encoding the novel 
motilin homologs and methods for increasing gastric motility using the 
novel mols. 
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AB The present invention relates to a method of regulating body weight, body 
mass, fat depositions, and circulating glucose levels, by antagonizing 
zsig33 peptide by binding it with an antibody. The antagonistic 
antibody may also useful for inhibiting appetite, satiety and growth 
hormone secretion from pituitary cells, and for treating metabolic 
disorder such as glucose metabolism, obesity as well as neuropathy-associated 
gastrointestinal disorders in human and mammal. 
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AB The present invention relates to a method of forming a peptide-receptor 
complex with zsig33 polypeptides and growth hormone secretagogue 
receptor (GHS-R) . The discovery of this novel method 

of forming a peptide-receptor complex is important for further elucidation 

of the how the body maintains its nutritional homeostasis and development 

of therapeutics to intervene in those processes, as well as other uses 

that will be apparent from the teachings herein. The present invention is 

based upon the identification of a previously described secreted protein 

known as zsig33 as the peptide ligand for an orphan receptor 

known as GHS-R, which belongs to G protein-coupled 

receptor family. The zsig33 ligand has homol . to motilin and 

has been found to be transcribed in the gastrointestinal system. The 

orphan receptor has homol. to the motilin receptor, GPR38 . Anal, of the 

tissue distribution of the mRNA corresponding to zsig33 protein 

showed that expression was highest in stomach, followed by apparent but 

decreased expression levels in small intestine and pancreas. The partial 

sequence for the secreted zsig33 protein was derived from a 

pancreatic library, and has also been shown in lung cDNA libraries. In 

vitro binding studies have shown that the zsig33 peptide binds 

to kidney, duodenum, and jejunum. Thus, binding of the zsig33 

ligand to the GHS-R is expected in tissues such as 

stomach, small intestine, pancreas, lung, kidney, duodenum, jejunum, and 
brain. Methods of modulating gastric contractility, nutrient uptake, 
growth hormones, the secretion of digestive enzymes and hormones, and/or 
secretion of enzymes and/or hormones in the pancreas are also included. 



